Insufficient coordination of medical research and partial isolation from the international scientific community can result in application of invasive methods without sufficient indications. Here is presented an overview of renal and pancreatic biopsy studies performed in the course of the operations of pancreatic blood shunting into the systemic blood flow in type 1 diabetic patients. Furthermore a surgical procedure of lung denervation as a treatment method of asthma as well as the use of bronchoscopy for research in asthmatics are discussed here. Today, the upturn in Russian economy enables acquisition of modern equipment; and medical research is on the increase. Under these circumstances, the purpose of this letter was to remind that, performing surgical or other invasive procedures, the risk-to-benefit ratio should be kept as low as possible.
Insufficient coordination of medical research and partial isolation from the international scientific community can result in application of invasive methods without sufficient indications. Here is presented an overview of renal and pancreatic biopsy studies performed in the course of the operations of pancreatic blood shunting into the systemic blood flow in type 1 diabetic patients. Furthermore a surgical procedure of lung denervation as a treatment method of asthma is discussed. The study [1] was reported as the first one to collect larger samples of pancreatic tissue from recent onset type 1 diabetic patients. Laparascopic pancreatic biopsies had been performed earlier [2] . In a series of studies from Russia, renal and pancreatic biopsies were collected during the operations of "pancreatic blood shunting into the systemic blood flow in insulin-dependent diabetics" [3] by the same researchers, who developed the concept of hypoplastic renal dysplasia [4e7] . The morphological images were partly reproduced in Ref. [8] and discussed previously [7e9] . It was concluded that the morphological images and descriptions in Refs.
[4e6] could have been partly based on tangential sections of glomeruli or artifacts. It was concluded that indications to renal and pancreatic biopsies used for research in the studies [4e6,10e14] were questionable. Other studies, where biopsies were collected for research, were discussed in [9, 15, 16] .
The same researchers collected 60 pancreatic excision biopsies 5 Â 5 mm in size [17] during the surgical operations of "pancreatic blood shunting into the systemic blood flow in insulin-dependent diabetics." [3] From 1986 through 1994, 409 of such operations were performed in type 1 diabetic patients by this research group [3] . From the same patients, 51 renal core biopsies were collected [17] . Apart from several reports from Russia and Ukraine, [18e25] we have found in the literature no analogues of this surgical treatment modality of type 1 diabetes mellitus. The method was applied also in type 2 diabetic patients with severe hypertension [26] . The physiological mechanism, explaining for reported anti-diabetic effectiveness of the surgery, was delineated as follows: "The operation allows shunting of the venous blood flowing from the pancreas into the systemic blood flow, which should reduce the effect of glucagon on the liver, improve the correlation between injected insulin and endogenous glucagon both in the liver and in peripheral tissues." [3] The anti-diabetic effect of the above-named surgery was reported to be moderate both in humans [3, 20] and in preceding experiments in dogs [27] ; whereas thrombosis-related hazards [19, 21] , postoperative acidosis [22e24], peritoneal adhesions and other complications [24] were pointed out. Severe acidosis was stressed as a characteristic postoperative phenomenon [22] , which agrees with the known fact that surgical stress can cause hyperglycemia and ketosis in diabetics [28] . It was reported that 27% of the patients developed thrombosis of the splenorenal anastomosis, confirmed by angiography, within 7e8 months after the operation [19] . In the preceding experimental study, a majority of the dogs did not survive the surgical or chemical diabetes induction and the subsequent portosystemic shunting [27] , which means that the condition of surviving animals could have interfered with an objective evaluation of the anti-diabetic effect of the shunting. Morphological descriptions of pancreatic and renal biopsies in type 1 diabetes mellitus [29e31] discussed in Refs. [8, 9] were partly at variance with usual morphological descriptions.
[32e34]
Collection of biopsies from diabetic patients for research was planned in advance [35] . It should be noted that renal and, in particular, pancreatic biopsy is associated with risks, being considered as too hazardous a procedure for mere research purposes [1, 36] . Quality of morphological examination should be taken into account determining indications to renal and pancreatic biopsies. In particular, taking of organ biopsies for scientific purposes in conditions of insufficient technical amenities and integrity is ethically
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Annals of Medicine and Surgery j o u r n a l h o m e p a g e : w w w . a n n a l s j o u r n a l . c o m inacceptable [15, 16] . Furthermore, in the author's opinion, pancreatic blood shunting into systemic blood is not an appropriate treatment for diabetes type 1 since this surgical procedure lacks evidence of efficacy. Accordingly superfluous were the angiographic procedures [19] involving catheterization of renal and splenic veins as well as arteriography described in [3] .
Another surgical procedure having no analogues in the contemporary international practice has been the lung denervation in bronchial asthma [37e42]. The procedure was applied for treatment of severe asthma with the substantiation that it (from Russian) "interrupts pathological impulses from the nervous system." [37] To achieve optimal denervation of the lung, its reimpantation (autotransplantation) for the treatment of asthma was proposed and applied in the 1960s [43] . The surgical treatment of asthma was officially approved; and recommendations by the Ministry of Health were issued and recommended for further re-editing by local health care authorities [38] . The open lung denervation via thoracotomy with "skeletonization" of the pulmonary root for severe asthma, was officially designated as the most recognized surgical method for severe asthma [38] . The lung root denervation was recommended to the patients (1) with infectious-allergic asthma having "marked blocking" of beta-adrenergic receptors; (2) severe asthma and marked glucocorticoid insufficiency; (3) after an inefficient carotid sinus denervation and glomectomy [38] . It was pointed out that duration of the medical treatment of asthma before the surgery should be reasonably limited [38] . The "closed" denervation method by means of a thoracoscope was applied as well, although the open denervation was designated as the most widely recognized procedure [38] . The carotid glomectomy was recommended for less severe conditions, such as atopic asthma with impossibility of specific desensitization [38] . In 1990, it was reported on 457 such operations performed in asthmatic patients [39] . The following absolute complication rates were reported among the 457 operated patients: postoperative complications in 58 patients, inflammatory complications in 27, bronchopulmonary (including pneumonia, empyema and pneumothorax) e in 11, neurological complications (including dysphagia and vocal fold paralysis) in 12, paraplegia or hemiparesis in 2; 6 patients reportedly died within 32 day after the operation [39] . In 2002 it was reported about continued practice of surgical lung root denervation as a treatment method of asthma resistant to medical therapy [40] .
The denervation surgery was sometimes (percentages not found) accompanied by resection of pathologically altered segments of pulmonary tissue, or by lobectomy [38, 41] . At the same time, the morphological images and descriptions of removed pulmonary tissue were unconvincing, having included emphysema, inflammatory and sclerotic changes without specifying their extension. Pneumonia was mentioned only as a complication of the denervation surgery [37, 42] . Apart from non-specific postoperative complications, specific neurological complications of the denervation procedure were pointed out: eye dryness, palpebral oedema, hypoglossal nerve or vocal cord palsy, Horner syndrome [38] . Reported efficacy of the lung denervation procedure against asthma attacks was generally moderate, whereas approximately equal percentages (30e40%) of the patients belonged to the groups with a good, satisfactory and absent effect [41] . Objectivity of this evaluation appears questionable because no group with worsening was distinguished. Immunity-and inflammation-related indices (serum immunoglobulins, T-and B-lymphocyte content, phagocytosisrelated indices etc.) were influenced by the medical and surgical treatment in the same direction, while the surgery was consistently more efficient than medical treatment [41] , which appears hard to comprehend physiologically.
The use of bronchoscopy in asthma should be briefly commented. Bronchoscopy was recommended as a standard of practice for patients with severe asthma [38, 44] . For example, it was reported on 756 bronchoscopies in 472 cases of asthma [44] . Although bronchoscopy with lavage and biopsy has contributed to the understanding of asthma pathogenesis, there is an opinion that these techniques have no clinical usefulness for asthmatic patients [45] . Indications for bronchoscopy in clinical practice are beyond the scope of this letter. However, bronchoscopy has been broadly used for research in asthmatics in the former Soviet Union (SU) [46e48], sometimes repeatedly [49] , also in mild [50, 51] and moderately severe [52, 53] cases, in children [54] and the elderly [55] . At the same time, it was reported on enhanced complication rate of bronchoscopy in asthmatics, including severe complications [56] . Informed consent was mentioned only in a few recent publications [52, 57] . In some studies, formalistic morphological descriptions of bronchial biopsies, significant differences of morphometric indices between patient groups e.g. with severe and moderate asthma, or uniformly increasing morphometric indices together with the duration of therapy, question, in the author's opinion, reliability and practical significance of some reported results. It should be commented that informed consent is required for experiments in humans; but another condition must be integrity. Other outdated or questionably substantiated invasive procedures used in the former SU were discussed previously [58e60].
Among the mechanisms enabling persistence of inadequate and outdated methods both in research and in clinical practice has been the authoritative management style, ingrained also in science and medicine, whereas doctors tend to follow instructions of superiors or health care authorities without questioning them on the basis of the international literature [59] . It is generally known that many former party and military functionaries, their children and relatives, occupy leading positions at universities, academies, health care authorities etc. Note that military and medical ethics are not the same. The relatively low life expectancy in Russia especially in men [61] , who usually do not sit with grandchildren, is a strategic advantage: fewer pensions to be paid, etc. Many leading surgeons have been former military or originated from such families. It has sometimes strengthened the authoritative management style and impeded constructive discussion. Meshalkin and Babichev, who developed and applied the lung reimplantation [43] and denervation [41] procedures in asthmatics, had been military surgeons. Besides, the tendency towards excessive "radicalism" in surgery was partly caused by the limited availability of contemporary medical therapy e.g. for gastroduodenal ulcers [59, 60] . Hyper-radicalism was known to occur also in other fields: overuse of Halsted mastectomy presented as a single treatment modality for breast cancer even in some handbooks edited as late as in 1995 [62] , or routinely performed diathermocoagulation and cryotherapy of cervical pseudo-erosions (endocervical ectopia, ectropion) regardless of the presence of epithelial dysplasia; more details and references are in [59, 60] . Some experts understood obsoleteness of certain locally accepted standards of practice and instructions of health care authorities, so that personal judgement was sometimes involved as well. With regard to medical ethics in Russia, it can be generalized that some of its principles, especially those concerning informed consent, have been insufficiently known and observed. Literature on medical ethics including textbooks for students tended to be vague, descriptive and hardly contained any clear instructions for actual practice-related situations. Disregard of the principle of informed consent coupled with the authoritative management style and paternalistic attitude towards patients facilitated application of surgical and other invasive methods (organ biopsies, endoscopic procedures etc.) with questionable clinical indications or for research: the patients were told that it is necessary for treatment or diagnostics, or simply not asked, e.g. in case of intra-operative biopsies. The patients' right of insight into medical records was often disregarded.
Current policies with regard to some aspects of clinical practice including ethical requirements for human experimentation in Russia are based on the National Standard for Good Clinical Practice, [63] introduced in 2006, which, as it is written in [63] , is identical to the Consolidated Guidance for Good Clinical Practice issued by the International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH) [64] . This document was officially approved by the Federal Agency on Technical Regulation and Metrology (Rosstandart), which is certainly a step forward. At the same time, it is known that the ethical and legal basis of medical research has not been sufficiently elaborated in Russia [65] . Independent Ethics Committees started to appear in leading institutions since the late 1980s -early 1990s, while their "non-independence" and generally insignificant role were pointed out [65] . Today, the upturn in Russian economy enables acquisition of modern equipment; and medical research is on the increase. Under these circumstances, the purpose of this letter was to remind that, performing surgical or other invasive procedures, the risk-to-benefit ratio should be kept as low as possible.
